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REMARKS 

— ai ms :-io, 12-15 ana 21-32 are pending ir. the instant 
application. Claims 1, 4-10 and 12-15 have been rejected. 

Claims 3 and 21-32 have been objected to. Claim 1 has been 
amended. No new matter nas beer, added by these amendments . 
Reconsideration is respectfully requested in light of these 
arr.er.dir.er.ts and the following remarks. 

I. Rejection of Claims Under 35 U.S.C. 102 

Claims 1, 2, 12 and 14 nave been rejected under 35 U.S.C. 
102(b) as being anticipated by N_Ger.csec database AAX37224. The 
F.xaminer suggests that the cited sequence is a 33 rer sequence 
having eases 820-815 of instant SEQ ID NO: 3 and would inherently 
be expected to ianction as antisense due to the base homology. 
Applicants respect id ly traverse this rejection. 

At the cutset, Applicants nave amended claim 1 to recite that 
the con pounds of the i nstant invention are targeted to nucleobase 
regions within the coding region of SBQ ID NO: 3 that do not 
ir.cl.jde nucieobeses 320 through 845. Support for this amendment 
car. ... io..:nd throughout the specification as filed, in particular 
a:, pages 32-33. In order tc anticipate a claim, roe reference must 
e.,an arc .-very i im^r . .' . -n. ci the claim (K?£? 2' ^1) . Since 
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the cited gene sequence AAX37 2.2-1 targets nucieobases 320-545, r.hc 
reference car.nci anticipate the claims as amended. Withdrawal of 
this rejection is respectfully requested. 

Claims 1, /., 12 and 14 have been rejected under 35 U.S.C 
102(b) as being anticipated by GeoBMSL AXG04400. The Examiner 
suggests thai the cited sequence is a 26 mer sequence that has 
bases 520-840 of instant SEQ 10 NO: 3. Applicants respectfully 
traverse this rejection. 

As discussed supra, Applicants have amended the claims tc 
recite that they are drawn to antiser.se compounds that are targeted 
tc specific regions of CDB1 nucleic acid molecules that do not 
consist of the portion of the sequence • cited by the Examiner. 
Therefore, this citation cannot anticipate the claims as amended as 
it fails no teach the limit anions of the claims, which specify 
regions of C13S1 nucleic acid molecules other than nucleobases 820- 
,B<i. Accordingly, withdrawal of this rejection is respectfully 
requested. 

IT. Rejection of Claims Under 35 U.S.C. 103(a) 

Claims 1, 2, <1-1C and have been rejected under 35 CS.C. 

- i :;,.V i ..i: ,s being unpatentable over Cren et al. (1590) and Tsitsikav 
~l. 11--;, in view of A::- ,„■„! er. al. ( 2 C C '". ; , Bennett at al. 



Received from < 8568101454 > at 213)03 4:07:52 PM [Eastern Standard Time] 



02 0.3 03- HON 17:11 F.U 856S101454 



LAW OFFICES 



®009 



Attorney Docker Ko.: 
/nventors : 
Serial No . : 
Fi.i ing Daiu : 
F.3ge 5 



RTS-0341 

Graham and Dobie 
10/006,430 
December 10, 2001 



(1096) , Haracchm: et al . ['CS Patent :> , 301 , 154 ) , and Cowsert et si. 
{US Patent b, 351, 455) . The Examiner suggests that it would nave 
been prima facie cbvio'js fcr one of ordinary skill in the art to 
design iintisense r.o the CDS 1 gene as taught by Gren et al. (1990) 
in order to investigate the protein function as suggested by 
Ayrawal ct al., for the identification of drug candidates as laught 
by BenneLL et. al . The Examiner suggests that cr.e of skill would 
have been motivated to inhibit CD81 since Tsitsikov et al. tedch- 
ir.fc.i bi::ior. of Lhis gone has specific physiologic effects and since 
Agrawal cL al., Bennett et al., and CowserX et al. teach the 
benefits of antiserse for "Study of gene function in cells, while 
these, same references provide one of skill with the motivation to 
modify antiser.se as claimed- "The Examiner suggests chat an 
expectation of success is provided by the teachings of Bennett et 
al., Agrawal et al., Cowsert et al., and Baracchini et al- in 
teaching that design of antiscr.se requires the target gene sequence 
and modification to optimize activity. Applicants respectfully 
traverse :.h.i. s rejection. 

Oir-n cz al. (1 990; disclose the cloning of human Cl'SI and iLs 
maopinc Co chromosome lip' 5. 5. Nowhere does chc s reference teach 
or suggest antisense compounds of any size terce: e:i to human CD31 
r: !.:.-•" r- : • h - 1 - rolec.:'es as c la iced or the use of s compounds to 
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inhibit expression of human CDS1. The reference also fails to 
tench specific regions of human. CD81 nucleic acid molecules that 
could be Large-:cc successfully with antisense compounds and result, 
in inhibition of gene expression. 

Tsitsikov et al. (1991) disclose that CD51 is iir.porT.an- for 
0019 s:.gna_ing arid B cell function in a mouse model of CD81- 
deficient gene expression. Nowhere does this reference teach or 
suggest anr.ise.ns* compounds of any size targeted to human CD31 
nucleic acid molecules as claimed or the use of such compounds to 
inhibit expression of human CD81. The reference also fails to 
teach .specific regions of human CD81 nucleic acid molecules that 
could oe targeted successfully with antiser.se compounds end result 
in inhibition oi gene expression. 

The secondary references cited fail to overcome the 
deficiencies in teaching of these primary .references when 
considered together. 

Agrawal et al. (2000) is a review of the state cf me art of 
artisense technology. Although the paper discusses that antlsense 
i:, theory can be developed to any target gene, when the paper is 
read in its entirely, it is clear that there are many obstacles 
that be considered jr. cder to develop pharmaco.cgicaij y 

ac-vo .n-sruse compounds, ar-ovo knowing the segu^o* c£ c turger 



Received Iron < 8568101454 > at 213)03 4:07:52 PM [Eastern Standard TimeJ 



02-03 03. MON 17:12 FAX S56S10145I LAW OFFICES 21011 



Attorney Docket No.: RTS-0341 
- v- hirers: Graham and Dobie 

Serial No.: 10/006,430 
n-.ir.ij Dare: December 10, 2001 

Paqe / 

gene. Tr.ereiore, contrary tc the Examiner's suggestion, this paper 
aces not wnci! one of sxill, nor suggest that one ol skirl shojjd 
expect that anr.iscnse compounds to any target gene would have 
activity to inlnjbit gene expression. Nowhere docs "his reference 
Leach or suggest anriser.se compounds o: any size targeted tc human 
CD31 nuclei c acid mclecules as claimed or the use of such compounds 
to inhibit expression of human CD31. The reference also fails to 
teach specific regions of human CD3I nucleic acid molecules that 
could be targeted successfully with antiser.se compounds and result 
in inhibition oi gene expression. It is only with the 

specification in hand that one of skill would know which specific 
regions of human CD81 nucleic acid molecules could be successfully 
targeted with antiser.se compounds and result in inhibition of gene 
expressi on . 

Bennett et ai. (1996) Is another review paper on the 
technology of antxsense. A" though the paper suggests that 
antiserum offers the opportunity to identify lead compounds cased 
on knowledge of biology and a relevant gene target sequence, the 
paper also states in the ir.t reduction that the field is s.:!l oarly 
in its stages and there are ,~y questions that need to be arswered 
and technical hurdles to overcome. Therefore, contrary to the 
Examiner's suggestion, the pare: hoes not provide one of skill with 
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the motivation, to target any gene sequence as they state that the 
technology still :ias unresolved problems. further, nowhere dees 
-his re Terence teach or suggest antisense compounds of any size 
targeted to human CD81 nuclei c acid molecules as claimed or zhe use 
of such compounds la inhibit expression of human CD81. The 
reierencc also fails to teach specific regions of human CDS?: 
nucleic acid molecules chat could be targeted successfully with 
antisense compounds and result: in inhibition of gone expression. 

The patents of Cowsert et al . and Baracchini e*: al- disclose 
the use of antisense modifications as a way to enhance antisense 
activity in general. However, neither of these patents teach or 
suggest antisense compounds of any size targeted to human CD81 
nucleic acid molecules as claimed or the use of such compounds to 
inhibit expression of human CDB1, The references also fail to 
teach specific regions of human CDS! nucleic acid molecules that, 
could be targeted successfully with antisense compounds and result 
in inhibition of gene expression. 

Zo establish a prima facie case cf obviousness, three basic 
criteria must be met. MFE? 2143. First, there must be oome 
suggestion motivation, ei trier in the references themselves or in 
the knowledge generally available r.o one ol ordinary skill in the 



nee, to meoify 



■re reference . to combine reference teachings - 
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Second, there must be a reasonable expectation of success. 
Finally, the prior art must teach or suggest all claim .limitations. 
Clearly, the combination of prior art cited fails to Leach or 
suggest the limitations of the claims as amended, which cluim 
aril:' sense compounds targeted no specific regions of nucleic acid 
molecules encoding human CD81, and thus cannot render the instant 
claimed invention obvious , Although the references when combined 
may teach that aritisense can be designed to genes ol known 
sequence, it is only with the specification in hand that one of 
skill would have an expectation of success at targeting the 
specific regions within the sequence of human CD81 nucleic acia 
molecules as claimed. The mere teaching of a gene sequence and the 
concept of aritisense dees not provide one of skill with the 
activation nor the expectation of success at developing the 
antiser.se compounds as claimed which are specific compounds 
targeted to specific regions within human COS1 nucleic acid 
molecules. Accordingly, this combination of references cannot 
e _stab J ish a prima facie case of obviousness. Withdrawal of this 
rejection is therefore respectful 1 y requested . 
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III. Objection to the Claims 

Claims 3 and 21-32 have been objected tc as being dependent on 
a rejected base claim bur the Examiner suggests they would oe 
allowable it rewritten in independent form including all of the 
limitations of the base claims. Applicants respectfully point out 
that cla~m 3 was amended to be independent in tne previous reply 
aated July 2, 2002, with claims 21-32 added as claims dependent on 
newly independent claim 3. Since there is no rejection ci record 
pertaining to claims 3 or 21-32, Applicants have not amended these 
c j a ins further. Accordingly, withdrawal of this objection is 
respect L'ul ly requesLed - 



IV, Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims is earnestly solicited. 
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Attached hereto is a rr.arked-up version of the changes made to 
the claims by the current amendment. The attached page is 
captioned " VERSION WITH MARKINGS TO SHOW CHANGES MA DE," 

Respectfully submitted, 

Jane Massey Licata 
Registration No. 32,7.57 

Date: Februar y 3, 2 00 3 

Licata & Tyrrell P.C. 

66 E . Main Street: 

Marl con, New Jersey C8053 

(856) 810-1515 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 

I n the Cla ims: 

Claims 1 ha* been amended as fellows: 

1. (twice amended) A compound 16 to 50 ruicleobases in length 
targeted to a 3 ' -untranslated region, nucj encases _ ?4 6 thro'-ich 26,5 ^. 

r-u- 1 chases ?7? hVouoh 125, nu cl eobase .3 575 through 2S£x. 

n^cj^cba^es 402 throuab 4 29 f nucleobases 471 t hrough 4 90, 

nu r de^a£^ i£> through. ..51L Qucla fib^ses ^36 L hreugh .^55^ 

-■..cleobase* ^ t.hrouoh TirH>ohases ££5 J ; much SSI^. 

rmc^QbajiC^_2A7 L taQUgh. 772. r.uc'.pn'MSes I8Z through 8C9 f ._or, 
nrr- ^^s ?4R thro ugh ^4 of a ceding region, a stop codon 
region, or a b • -untranslated region of a nucleic, acid molecule 
encoding CDS 'I of SEQ ID MC : 3, an tntron 1 region, an in'.ron 2 
region, an ir.tr on 3 region, and intron: excr. junction region, an 
axon 1. region, or an exon 3 region of a nucleic acid molecule 
encoding human CDS! of SEQ ID NO: 11, or a 3 ' -untranslated region 
of a nucleic acid molecule encoding human CD81 of SEQ ID NO: 10, 
wherein said co-pound specifically hybridizes with one of said 
regions oi said nucleic acid molecule encoding CDS 1 and innibits 
r. n c o :■: p ressicn of C D 3 1 - 
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